T ype 2 T helper (Th2) inflammation underlies common clinical disorders such as asthma, eczema and other atopic diseases. CD4
1 regulatory T cells (Tregs) suppress over-exuberant immune responses in a variety of inflammatory microenvironments, including Th2 conditions. The transcription factor forkhead box protein 3 (Foxp3) controls Treg development, function and maintenance; however, mechanisms through which Tregs mitigate immune activation during different inflammatory situations remain largely unknown. In their recent article, Jin et al. report that Itch, an E3 ubiquitin ligase, is required to prevent Tregs from acquiring Th2-like phenotype and function. 1 The authors created a novel Treg-specific Itch-deficient mouse General Treg suppressive mechanisms involve contact-dependent inhibitory cell surface receptors (CTLA-4), competition for growth factors (CD25), hydrolysis of extracellular nucleotides (CD39, CD73) and induction of cell death (granzyme secretion). 2 Additionally, Tregs suppress T cell skewing by acquiring specific T effector transcriptional programs that permit homing to a particular inflammatory microenvironment. Expression of the transcription factors T-bet, Irf4 and STAT3 regulate Treg suppressive activity in Th1, Th2 and Th17 inflammation, respectively (Table 1) . [3] [4] [5] 
Foxp3
Cre bone marrow cells and then transplanted the transfected cells into lethally irradiated wild-type mice. Eight weeks later, splenic and lymph node Tregs were isolated and stimulated with anti-CD3/CD28 antibodies in vitro. These Tregs displayed increased Th2 cytokine production when harvested from mice transplanted with control short hairpin RNA-treated cells, whereas Gata3 or Stat6 knockdown completely abolished the Th2 response. These data point to GATA3 and STAT6 as essential molecules promoting the Th2 phenotype in Itchdeficient Tregs. The mechanisms through which Itch interacts with downstream molecules remain unknown.
The authors' experiments do not completely exclude a role for Itch in suppressing Th17 inflammation. They found no difference between Itch fl/fl
Cre and Itch
1/1

Foxp3
Cre mice in their susceptibility to experimental autoimmune encephalomyelitis induction, a model of Th17 inflammation. However, Itch Research Highlight
